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Abstract 
The study based on the theoretical conceptualizations of prodromal symptoms, the course of depressive episodes, genetic and 
emotional vulnerability to depression, aimed to explore the relations between these variables. Data were collected from 139 
patients with light and medium intensity depressive episodes by using interviews elaborated according to the DSM-IV-R 
(2000) and the Research Diagnostic Criteria, SADS-L (Endicott and Spitzer, 1978).  By confirming the assumptions, the 
obtained results contribute to a better understanding of the natural course of depressive disorders, to early diagnosis and 
management of difficulties subsequent to acute depressive episodes. 
© 2012 The Authors. Published by Elsevier B.V.  
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Keywords: prodromal symptoms of depression; depression; genetic vulnerability; emotional vulnerability to depression.   
1. Introduction 
Although they were early recorded and described in scientific literature, the prodromal symptoms of 
depression have not been studied thoroughly or connected to the etiopathogeny of the disorder until the last 
decades. „The earliest depressive symptoms, which often appear before the acute episode, have garnered 
attention as possible prodromal symptoms (early symptoms or signs of an impending episode) only relatively 
recently” state Iacoviello et al. (2010), citing authors as Abramson et al., 1989 with their Hopelessness theory of 
depression and Young et al. (2008) with their dual vulnerability theory of seasonal affective disorder. 
In  clinical  medicine,  prodrome  is  defined  as  the  period  of  time  from  the  first  change  in  a  person  until  
development of the first frank symptoms or as a premonitory sign of a malady and a part of the natural clinical 
history of a disorder (Kovacs and Lopez-Duran, 2010). The studies investigating prodromal symptoms of 
depression include symptoms such as anxiety/tension, irritability, loss of interest, sleep disturbance, decreased 
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drive or motivation, depressed or sad mood, gastrointestinal problems, fatigue, impaired concentration and 
decreased energy, decreased and/or increased appetite, weight loss or gain, insomnia, indecision, suicidal 
ideation, hopelessness, brooding/worry, decreased self-esteem, dependency, somatic complaints, decreased 
effectiveness, helplessness (Jackson, et al., 2003; Fava and Tossani, 2007; Iacoviello et al., 2010; Kovacs and 
Lopez-Duran, 2010). It is difficult to define clearly the prodromal symptomatology because the premorbid phase 
is continued and is tightly related to the first nonspecific psychiatric symptoms, which constitute the prodrome.  
Traditional studies mention as risk factors for the development of depression: genetics, environmental - 
contextual and personal factors (Hammen, 2009).  Other authors clearly distinguished between prodrome, 
vulnerabilities and traditional risk factors of depression (Kovacs and Lopez-Duran, 2010). The first is understood 
as early pre-diagnostic clinical features, the second as the individuals’ personal characteristics that increase the 
probability of a disorder and the last ones as contextual or environmental factors that can also increase the 
probability of a disorder.  The frequency of the disorder was explained in the best way through the additive result 
of the genes and the environment, which is characteristic for the person, where the influence of heredity is 
estimated to approach 40-50%. As for the heredity, there is proof according to which first degree relatives of 
depressive people are in danger of developing the disorder at a percentage of approximately 10-13%. A frequent 
studied vulnerability for depression, namely family history of depressive disorder, is considered to have multiple 
genetic components (Kovacs and Lopez-Duran, 2010), as well as the physiological processes.  
There is an international consensus that genetics and family related factors contribute to the increase of the 
frequency and amplitude of depression. To our knowledge, no studies of the prodromal symptoms and of the 
deficits subsequent to the first depressive episode have been conducted in order to explore the role of the genetic 
factor as well as the role of the familial risk in their explanation. 
In this article, we focus on the prodromal symptoms of depression and on the deficits subsequent to an initial 
episode of depressive disorder in relation to the genetic and emotional vulnerabilities to depression.  
The current study had two goals: 1) to enhance the understanding of the early course of depression; 2) to 
explore the relations between prodromal symptoms, the deficits occurring after the first depressive episode and 
the individual’s genetic and emotional vulnerability to depression. Three hypotheses were set based on the 
existing conceptual and empirical work. It was hypothesized that: 1) The symptomatology of the prodromal 
period of depression and the deficits subsequent to the first depressive episode are specifically differentiated by 
the genetic and the emotional vulnerability; 2) There are positive significant correlations between the presence, 
the duration and the pathological intensity of the prodromal period in depression and the deficits subsequent to 
the first depressive episodes; 3) Prodromal symptoms of depression and genetic and emotional vulnerabilities are 
determinants of the deficits subsequent to the first depressive episode.  
2. Methods  
2.1. Participants and procedure 
139 in-patients (84.9% females and 15.1% males), who have been hospitalized for four years at the Clinical 
Ward no. 1 of the «Prof. Dr. Alexandru Obregia» psychiatric hospital, with light and medium intensity depressive 
episodes, have been investigated.  Participants provided the informed consent and they were interviewed in the 
hospital. Interviews were conducted with each person and were tape-recorded.  
2.2. Instruments 
Data were collected by examination of the medical file and other medical-forensic documents, by anamnestic 
interview and clinical interview. The interviews were elaborated based on the DSM-IV-R (American Psychiatric 
Association, 2000) and the Research Diagnostic Criteria (RDC, Spitzer et al., 1978). The evaluation interview of 
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the prodromal symptoms was structured according to the scales used frequently for the manifestations of the 
depression onset (SADS-L, Endicott and Spitzer, 1978). The pursued prodromal symptoms were: cognitive 
disorders, disabilities, negative symptoms, social integration difficulties, affective disorders, neurotic disorders, 
obsessive disorders, behavioral disorders, decrease of the emotional experiences (affective flattening), lack of 
interest, anhedonia, sleep disorders. The deficits consequent to the first depressive episode were: deficits in self-
care, deficits in interpersonal relationships, modification in eye-movement, attention disorders, EEG 
modifications, behavioral modifications, associated somatic comorbidity, associated alcohol and drugs abuse, 
loss of the interpersonal relationships, the collapse of life quality.  The genetic vulnerability was evaluated 
through the presence of indirect hereditary backgrounds of depression and emotional disease at the first and 
second degree relatives of the patients, as well as through the presence of other indirect hereditary backgrounds, 
especially those concerning addiction, suicide and aggressiveness.  The emotional  vulnerability was evaluated by 
two groups of items that correspond to two aspects: the presence of a family with increased emotional 
expressiveness (over-involving, neurotic or rejecting family) and the presence of an emotional trauma close in 
time to the beginning of depression (loss, death, separation, rape or other emotional trauma). 
2.3. Statistical Analyses   
The statistical procedures used in this study were: data screening, descriptive statistics, differential (One-way 
analysis of variance), correlation (Pearson correlation) and regression analyses.  
3. Results 
3.1. Descriptive statistics  
Table 1 presents the central tendency of the main variables analyzed in this study.  It may be noticed that the 
emotional vulnerability is more pronounced than the genetic vulnerability. 
Table 1. Descriptive statistics for the measured variables 
Variable N Minimum  Maximum Mean SD 
Genetic vulnerability 139 0 5 .93 .81 
Emotional  vulnerability 139 0 4 1.06 .89 
The ampleness of the prodromal symptomatology 139 0 8 3.54 1.72 
The ampleness of the deficits subsequent to the first 
depressive episode  
139 0 7 2.68 1.77 
3.1.1. Differences in the symptomatology of the prodromal period in depression and the deficits subsequent to the 
first depressive episode according to the level of genetic and emotional vulnerability 
The one-way analysis of variance showed that the level of genetic vulnerability differentiated statistically 
significant the presence of cognitive disorders (F (4, 134) = 3.35, p= .02, 2 = .03), disabilities (F (4, 134) = 5.31, p 
<.001, 2 = .09) and difficulties of social integration (F (4, 134) = 7.89 p < .001, 2 =.11) in the prodrome. The high 
scores related to the difficulties of social integration and to the presence of affective disorders in the prodrome 
were obtained by the participants with a high level of genetic vulnerability. According to the emotional 
vulnerability, there are differences regarding the presence of social integration difficulties and the ampleness of 
prodromal symptomatology (F(4, 134) = 3.53,  and  2.57, p = .04 and .01, 2 = .01 and .09), the association of 
stressing life events (F (4, 134) = 2.60, p = .04, 2 = .02), loss of interpersonal relationships (F (4, 134) = 3.11 p = .01 
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to .001, 2 = .07) and the collapse of life quality after the first depressive episode (F (4, 134) = 5.12 p < .001, 2 
=.11). The higher scores were obtained by the participants with high level of emotional vulnerability.  
3.1.2. Relations between the symptomatology in the prodromal period of depression, the deficits subsequent to 
the first depressive episode and genetic or emotional vulnerability to depression  
The correlational analysis revealed a series of statistically significant correlations between variables (from r = 
.187, p < .05 to r = .34, p < .001). No correlations were found between the association of somatic comorbidity, 
alcohol or drugs abuse and any of the prodromal symptoms of depression. The Pearson bivariate correlation 
coefficient shows that only the presence of affective disorders in the prodrome correlates with the genetic 
vulnerability (r = .32 , p < .001). The emotional vulnerability correlates with the presence of negative symptoms 
and affective disorders in the prodrome (r = - .187, p < .05 and  r = .18 , p < .05), as well as with the association 
of stressing life events, loss of interpersonal relationships and the collapse of life quality after the first episode 
(from r = - .238  to r = .32 , p < .001). 
3.1.3. Determinants of the deficits subsequent to the first depressive episode 
The ampleness of the deficits subsequent to the first depressive episode was submitted to a linear regressions 
analysis with the genetic vulnerability, emotional vulnerability, the age of the depression onset, the duration of 
the prodrome, the ampleness of the prodromal symptomatology as independent variables (assumed determinants). 
However, the ampleness of the prodromal symptomatology influences the ampleness of the deficits subsequent to 
the first depressive episode (  = .39, t (137) = 4.48, p < .001; R2 =.203). The genetic and the emotional 
vulnerability, the age of the depression onset and the duration of the prodrome have no effect in this sense. Regarding 
the deficits consequent to the first depressive episode, as it may be noticed in the table below, only the presence of the 
cognitive disorders, negative symptoms, difficulties of social integration and of the behavioral disorders influences 
the ampleness of the deficits subsequent to the first depressive episode. The other measured prodromal symptoms do 
not influence the variable in discussion (table 2). 
Table 2. Prodromal symptoms of depression as determinants of the ampleness of the deficits subsequent to the first depressive episode 
Predictors  Standardized Coefficients 
Beta 
t p 
Presence of difficulties regarding social integration in prodrome .281 3.468 .001** 
Presence of the cognitive disorders in prodrome .237 2.645 .009** 
Presence of behavioral disorders in prodrome .176 2.229 .028* 
Presence of negative symptoms in prodrome .169 1.958 .050* 
Presence of affective disorders in prodrome .135 1.728 .086 
Decrease of emotional experiences in prodrome .088 1.121 .264 
Presence of obsessive disorders in prodrome .064 .804 .423 
Presence of neurotic disorders in prodrome .038 .480 .632 
Presence of disabilities in prodrome -.076 -.819 .414 
Presence of sleep disorders in prodrome 
R2 =.285 
-.071 -.915 .362 
*p<.05, **p<..01 
4. Discussion and conclusions  
The present research tried to approach as strictly and fully as possible the matter of the relation between the 
ampleness of the pathological manifestations in the prodromal phase of depression, the ampleness of deficits 
subsequent to the first depressive episode, the genetic and emotional vulnerability.  
Results show that genetic vulnerability differentiated the presence of the difficulties regarding social 
integration and the presence of affective disorders in prodrome, but not the deficits subsequent to the first 
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depressive episode. The emotional vulnerability differentiated the presence of the difficulties regarding the social 
integration in prodrome and the collapse of life quality after the first depressive episode. These results confirm 
the findings and the conceptualizations of Cornblatt et al. (2003) and Iacoviello et al. (2010). 
No correlations were found between the association of somatic comorbidity, alcohol and drugs abuse as 
deficits subsequent to the first depressive episode and any of the prodromal symptoms of depression. Prodromal 
symptoms are weak positive indicators in prodrome. These results support the prodomal symptoms 
conceptualization as indices of the role impairment (Cornblatt et al. 2003).  The presence of cognitive disorders, 
negative symptoms, difficulties of social integration and behavioral disorders influences the number of symptoms 
after the first depressive episode. The other measured prodromal symptoms (presence of disabilities, affective 
disorders, neurotic and obsessive disorders, the weakness of positive elements and the presence of sleep 
disorders) do not influence the variable in discussion. 
An important finding of this study consists of the fact that the prodromal phase of depression is different but 
related to the first acute depressive episode. This outcome is concordant with the findings reported by Fava and 
Tossani (2007), Kovacs andLopez-Duran (2010), Wilson et al. (2008).  As far as the limitations of the study are 
concerned, the dimension of the investigated sample and its representativeness should be noted, as well as the 
fact that prodromal symptoms and the difficulties after the first depressive episode can only be reconstituted 
retrospectively and sometimes from the declarations of the patients’ caregivers or from medical or psychological 
records. This limit can be overcome through longitudinal studies (Iacoviello et al., 2010).  
Nevertheless, the study contributes to a better understanding of the natural course of depressive disorders. 
Knowing the prodromal symptoms has special practical implications because they contribute to early diagnosis 
and to the management of difficulties subsequent to acute depressive episodes and, consequently, to the reduction 
or prevention of the psychological and social disruption that results from the disease. Knowing the prodromal 
symptoms also contributes to the elaboration of some appropriate primary and secondary prevention programs 
focused on personal and social consequences of depression. 
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